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. WDA 84-279

AP 42-129

Actention: Mr, Ira Sacks : ;
131 West Strast i
Dsnbury, CT 06810
éutl.-x .

Reference is mede te your abbreviated mew drug applicatisa sudmitted
pursusat te Sestism 505(b) of the PFederal Feed, Drug, and Coemstis Ast
for COL-PRORENECID (Prebenseid, 3500 mg. with Colahieisme, 0.5 mg.), .
Tablets. !
We acknowledgs receipt of your commmnicatioca dated Febrwery 11, 1973. |
Wa have completed ths review of this sbbreviated mew drug applicatica. -
Howsver, befors we are able to reach s fisal ceunslustiom, it will be -

necessary to have aa evaluation of your fasility with regard to
complisnce with curreut good manufasturing prastice by our Division

of Drpg Manufaaturiag.

We will eorrespond with yeu further wvhea the results of this review
b.u-mihnq.

s - | /uronlr yours, O /

BOS-DO / bl 2 2?
gg—sso rvia Satfe, WD, 2 S
HFD-614 HFD-616 Direstor .
JLMeyer/JTaylo Divisien of Genaris Dreg graphs

"R/D init. JLMe 126/75 Offies of Drug Momographs

Final typing bho 8/ 6/ Buress of Drugs

Rev. w/f g/t ? T
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4. It is ssted thet referense is mads te N.7. III fer the spesi~
fisatisas and tests applied o Flesse clarify aad

ssiuis & supplier’e pretecel of amalyeis.

. uu“mmmmmw-m
dous Wt agres with the 334 Supplement of B.7. XIIX. PFlasse

elarify.
6. Suimis spesiftcations for the esntaisers end clogures.

7. Iz 1o asesd that the dfvesticns fer ths asuay of prodenceid
" (pe36) axe waslent. Pleses clarify.

Please let us have your respense premptily. -
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Danbury Pharmacal, Jnc.

131 West Sireet - @an&ay, Conneclicut 06410 ng&dum
Telophone: (203) 744-7200 of fine
T¥armaceulicals

\nr' ‘i‘.!

November 4, 1976 pivid ifu.d Uf‘RES

FOOD & DRUG ADMINISTRATION
5600 Fishers Lane
Rockville, Maryland 20852

Attention: Marvin Seife, M.D., Director
Division of Generic Drug Monographs
Office of Drug Monographs -
Bureau of Drugs

RE: Col-Probenecid (Probenecid, 500 mg. with Colchicine,
0.5 mg.) Tablets NDA # 84-279

Gentlemen:

Reference is made to our abbreviated new drug application for
Col-Probenecid (Probenecid, 500 mg with Colchicine, 0.5 mg )
Tablets NDA # 84-279.

%eference is also made to your communication dated August
9, 1975.

With respect to a satisfactory evaluation, Danbury Pharmacal

has undergone a rigorous inspection which was completed on October
6, 1976, and our facilities were found to be satisfactory. We
were advised that the final report would be sent to you

quickly to help expedite approval of the NDA.

If you require any additional information, please contact us.

Very truly yours,

e

S Ira SacHs
ChengisnO_ uuPﬁfesident

1S/fa e L CREPIEN G,

i FOR D;r‘__-é: r.ZP_A,
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Danbury P/_iarmaéaL Tne.

RESUBMISSION
131 West Street - Dan&uy, Conneclicut 06310 ﬂfumucDAB‘,g R ‘ G A ‘“q EN D 'n'q ENT
ge/epéone: ( 203 ) 744-7200 9/ ﬁ'aa
Fharmaceuticals

November 12, 1974

Food and Drug Administration
5600 Fishers Lane

| RECEIVED l coiY
Rockville, Maryland 20852 o T

W Sl a X o
0T CT

L CGVER SRR AR
Attn: Marvin Seife, M.D., Director 3 COvan

Generic Drug Staff ; -
Office of Scientific Evaluation \ FOR DUP_/_i* '"“—‘i
Bureau of Drugs , T el

Gentlemen: -

Reference is made to our abbreviated new drug application
(NDA 84-279) for Col-Probenecid (Probenecid 500 mge with
Colchicine 0.5 mg.) Tablets. Reference is also made to your
communication dated July 2, 1974. Danbury Pharmeocal, Inc.
hereby submits the following: ‘

l. a. Danbupy Pharmacal, Inc. will perform identification tests
for Probemecid and colchicine. Please refer to the revised
specification sheet for the finished dosage form Col-Probenecid
Tablets and the detailed method of identification.

b. Danbury Pharmacal, Ince. is in the process of developing a
method H$6r the content uniformity for Colchicine.

c. Danbury Pharmacal, Inc. has adopted the method of testing
for Colchicine in Col-Probenecid from British Pharmacopia 1973
page 12l. Extinction coefficient for colchicine B(1 percent,

1 cm.) at the maximum at about 350 mu is 425. (Refer to British
Pharmacopia 1973, page 121.)

Please refer to the revised method of testing for colchicine in
Colsprobenecid Tablets.

d. The disintegration test for Col-Probenecid shall be performed
in water as indicated in the U.S.P. XVIII. Pkdase refer to the

1;.36923;

2. Danbury Pharmacal, Inc. shall perform a mic 3;;
3% ation shqg%
S

for Please refer to the revised

o : Frelsovarea’ s JW
| _ o

(continued next page)



Danbury Pharmacal, Inc. (2) November 12, 1974

for also refer to the tests performed on the latest ship-
ment of we received.

3.

4. Please refer to the revised specification sheet for and

suppliers' protocol of analysise.
5. Please refer to the revised specification sheet for Povidone.

6. The containers used shall be new polystyrene amber lightresis-
tant bottles. Please refer to specifications supplied by the
manufacturer of the bottles. The closures shall be metal clo-
sures with:’ The manufacturer has a master file with
Food and Drug Administration. MF

7. Please refer to the corrected directions for the assay of

Probenecid.
Thank you.
\'/ truly yours,
Y » INC.
Ira Sacks
i} President
IS/sm

ence.



-~ ARBREVIATED
nrein APPLICATION

Danbury Pharmacal, Jnc.

131 West Sireet Z)anﬁury, Conneclicut 06810 Wanuﬁzc/uren ?q L
7e/epﬁone.‘ (203) 744-7200 cf /;'ne % F“v -
TXarmaceuticals

April 10, 1974

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Re: DESI 12383; F.R. Vol. 37, No. 146; page (15189):
July 28, 1972

Gentlemen:

Danbury Pharmacal, Inc. hereby submits an abbreviated

new drug application for Col-Probenecid Tablets (each
tablet contains: Probenecid - 500 mg., Colchicine-0.5mg.),
pursuant to Section 505 (b) of the Federal Food, Drug, and
Cosmetic Act.

We certify that the methods used in, and the facilities
and controls used for the manufacturing, processing, and
packaging and holding of the drug are in conformity with
current good manufacturing practice in accord with part
133 (21 CFR) of the Regulations.

Thank you.

Very truly yours,

INC.

IS/sm
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Form Approved
OMB No. 57 -R0003 .

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD ANDO DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Federal Regulations, § 130.4)

Danbury Pharmacal, Inc. ' ~

131 West St., Danbury, Cennecticut 06810

Name of applicant

Address

o : Sy
Date . RN

Name of new drug Col-Probenecid Tablets

'[T] Original application (regulation $ 130.4).

] Amendment to abbreviated, unapproved application
(regulation $130.7).

{T] Amendment to original, unapproved application
[] Supplementto an approved application (regulation $130.9).

(regulation $ 130.7).

a Abbreviated application (regulation $ 130.4N). (] Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling which is part of this application in accord with §1. 106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until

an approved supplement to the application provides for a change or the change is made in conformance with othet
provisions of $130.9 of the new-drug regulations,

Attached hereto, submicted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the following:

1. Table of contents. The table of conteats should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
aumber and the page number in which the summary of thac
item is located (if any).

2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and that it
“presents a sound basis for the approval requested. The
summary should include the following information: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to facilicate the review of this application.)

a. Chemistry.

i. Chemical structural formula or description for any
new-drug substance.

ii. Relatiooship to other chemically or phammacologi-
cally related drugs.

iii. Description of dosage form apd quantitative come
position.

b. Scientific rationale and purpose the drug is to serve.

c. Reference number of the investigational drug no-
tice(s) under which this drug was investigated and of any
aotice, new-drug application, or master file of which any
contents are being incorporated by reference to support
this applicacion.

d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational dsug notice(s) or the volume
and page pumber of this application where complete data
and reports appear.)

i. Pharmacology (pharmacodynamics, eudocnnology,l
- metabolism, etc.).

FD FORM 356H (4/71)

ii. Toxicology.and pathology: Acute toxicity studies;
subacute and chronic ‘toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should tefer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be fouad.)

i. Special studies not described elsewhere.

ii. Dose-range studies.

iii. Coatrolled clinical studies.

iv. Other clinical scudies (for example, uncontrolled or
incompletely controlled studies).

v. Clinical! laboratory studies related to effectiveness.

vi. Clinical laboratory studies related to safety.

wdi. Summacy of literature and unpublished reports avail-
able ¢o the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include refezences
to the volume and page number in the application add’ia
any documents incotporated by reference where the com-
plete data and reports may be found.

b. loclude tabulacion of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or aot considered to be significant, showing whether ad-
miniscracion of the drug was stopped and showing the
investigator’s name with a refereace to the volume and
page number in the application and any documents in-
corpotated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse

- experiences considered to be drug-elaced.

4. Copies of the label and all other labsling to be used
for the drug (a total of 12 copies if in tinal printed form,
4 copies if in draft formj:

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY |S EXHAUSTED.

~



a. Each label, or other labeling, should be clearcly
ideatified to show its position on, or the manner in which
it accompanies, the market package.

b. If the drug is to be offered over-the counter, labeling
on or within the retail package. should include adequate
directions for use by the layman under all the coaditions
for which the drug is intended for lay use or is to be
prescribed, recommended, or suggested in any labeling of
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes
for which the over-the-counter drug is to be advertised to,
or represented for use by, physicians.

c. If the drug is limited in its labeling to use under
the professional supervision of a practitioner licensed by
law to administer it, its labeling should bear information
for use under which such practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which it is to be advertised or repre-
sented, in accord with §1.106(b) (21' CFR 1.106(b)). The
application should include any labeling for the drug
intended to be made available to the layman.

d. If no established name exists ‘for a new~drug sub-
stance, the application shall propose a .nonproprietary
name for use as the established name for the substaace.

e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. Aa
application will not ordinarily be apptoved prior to the
submission of the final printed label and labeling of the
drug.

/. No application may be approved if the labeling is

false or misleading in any particular.
(WVhen mailing ‘pieces, any other labeling,.or advertisiag
copy are devised for promotion of the new drug, samples
shall be submitted at the time of initial disseminacion of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Approval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

5. A statement as to whether the drug is (or is not)
limited in its labeling and by this application to use
under the professional supervision of a practitioner
licensed by law to administer it. ] :

6. A full list of the articles used as components of
the drug. This list should iaclude all substances used
in the synthesis, extraction, or other method of preparation
of any new-drug substance, and io the preparactioa of the
finished dosage form, regardless of whether they uadergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical aame, using scructural
formulas when necessary for specific idencification. If
any proprietary preparation is used as a componeat, the
proprietary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance may be specified.

7. A full statement of the composition of the drug.
The statement shall set forth the name and amounc of
edch ingredient, whether active or not, contained in a
stated quantity of the drug ia the form in which it is <o de
distributed (for example, amount per- tablet- or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredieat over the label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

- . aud

8. A full description of the methods used in, and che
facilities and controls used for,the manutacture, process-
ing, and packing of the drug. Iacluded in this description

';houla be full information with respect o any nswedrug

substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the destribed methods of manufacture, processing, aad
packing and the described facilities and controls to
determine and preserve the ideatity, strength, quality,
and purity of the drug:

a. A description of the physical facilities including
building and equipment used in manufacturing, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional background and experience, of the technical and
professional personnel who are responsible for assuring
that the drug has the safety, identity, streagth, quality,
and purity it purports or is represented to possess, and a
statement of their responsibilities. ‘

-c. The methods used in the syothesis, extraction,
isolation, or purification of any new«drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described in sufficient detail, including quantities used,
times, temperatures, pH, solveats, etc., to determine
these characteristics. Alternative methods or variacions
in mecthods within reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength,
quality, and purity of the raw materials, whether active or
not, including the specifications for acceptance and
methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a
serial number to ideatify it, and the use made of such
numbers in subsequent plant operations.

/. 1f the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for any hew-drug substance or the new-drug
dosage form, his statement identifying each person who
will petform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and conttols in his part of the operacion.

g Method of preparation of the master formula records
and individual batch records and maoner in which these
records are used.

bh. The iastructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of che
new drug, iecluding say special precautions observed in
the operations.

i. Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, or other component parts of the drug package to
assure their suitabilicy for the intended use.

j- Number of iodividuals checking weight or volume of
each individual ingredient entering into each batch of the
drug.

h. Whether or not the total weight or volume of each
batch is determined at ary stage of che manufacturing
process subsequent :o making up a batch according to the
formula card and, if so, at what stage and by whom it is

_ doge.

I, Precautions to check the actual package yield pro-
duced from s batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, etc., and the criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drug is
packaged with the proper label and labeling, including
provisions for labeling storage and inventory control.



n. The analytical controls used during the various
stages of the manufacturing, processing, packaging, and
labeling of the drug, including a detailed description of

-the collection of samples and the analytical procedures to

which they are subjected. The analytical procedures
should be capable of determining the active components
within a reasonable degree of accuracy and of assuring
the identity of such components. If the article is one that
is represented to be sterile, the same information with
tegard to the manufacturing, processing, packagirg, and
the collection of samples of the drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug.

o. An explanation of the exact significance of the
batch control numbers used in the manufacturing, process-
ing, packaging, and' labeling of the drug, inciuding the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion of the complete manufacturing history of the product.
Desctibe any methods used to permit determinacion of the
distribution of any batch if its recall is required.

p. A complete description of, and data derived from,
studies of the stability of the drug, including informaticn
showing the suitability of the analytical methods used.
Describe any additional stability studies underway or
contemplated. Stabilicy data should be submitted for any
new-drug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, and if it is
to be put into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the ideaticy,
streagth, quality, aad purity of the drug uatil it is used.
(If no expiration date is proposed, the applicant must
justify its abseace.)

q. Additional procedures employed which are designed

to prevent contamination and otherwise assute proper
coatrol of the product.
(An application may be refused. unless it iacludes
adequate ‘information showing that the methods used in,
aad the facilities and controls used for, the manufacturing,
processing, and packaging of the drug are adequate to
preserve its identity, strength, quality, and purity ia con-
formity with good manufacturing practice and identifies
each escablishment, showing the location of the plant
conducting these operations.)

9. Samples of the drug and articles used as compo-
nents, as follows: a. The following samples shall be sub-
mitced with the application or as soon thereafter as they
become available. Each sample shall consist of four
identical, separately packaged subdivisions, each coan-
taining at leasc three times the amount required to per-
form the laboratory test procedures described in the ap-

"plication to determine compliance with its coatrol speci-

fications far ideacity and assays:

i. A representative sample or samples of the finished
dosnge form(s) proposed m the application and employed
in the clinical investigations and a representative sample
or samples of each new-drug substance, as defined in
§130.1(g), from the bactch(es) employed in the production
of such dosage form(s).

ii. A representative samnle or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not from a
commetcialescale production batch, such a sample from a
representative commetcial-scale production batch; and a
representative sample or samples of each anew~drug sub-
stance as defined in §130.1(g), from the batch(es) em-
ployed ia the production of such dosage form(s).

iii. A sample or samples of any reference standard and
blank used in the procedures described in the applicacion
for assaying each new-drug substance and other assayed

components of the finished drug: Provided, however, That
samples of reference standatds recognized in the official
U.S. Pharmacopeia or The National Formulary need not

- be submitted unless requested.

b. Additional samples shall be .ubmictted on request.

¢. Each of the samples submitted shall be appropri-
ately packaged and labeled to preservedrs characteristics,
to identify the material and the quantity in each sub-
divisson of the sample, and to identify each subdivision
with the name of the applicant and the new-drug applica-
tion to which it relates.

d. There shall be included a full ligt of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that will be submitted as soon as avail-
able; and, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new-drug substance coantained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production
scale) and detailed resules of all laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any reference standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining.the reported results shall be sub-
micted,

e. The requitements of Item 9a may be waived in
whole or in part on request of the applicant or otherwise
when any such samples are not necessary.

f- If samples of the dtug are seant under separate
cover, they should be addressed to the actention- of the
Bureau of Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
acame of the drug as shown oa the application.

10. Full reports of preclinical investigations that have
been made to show whether or not the drug is safe.for use
and effective in use. a. An application may be refused
unless it contains full reports of adequace preclinical
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the
conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical iovestigations,
including all studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth. Such informatioa should include identification
of the person who coaducted each investigation, a state-
ment of where the investigations were conducted, and
where the underlying data are available for inspection.
The animal studies may not be considered adequate unless
they give proper artention to the coaditions of use recom-

‘mended in the proposed labeling for the drug such as, for

example, whether the drug is for shorte or long-term ad-
migistration or whether it is to be used in infants, chil-

. dren, pregnant women, or women of child-bearing poteatial.

¢. Detailed reports of any pertinent microbiological
and in vitro studies.

d. Summarize and provide a list of literature refer-
eaces (if available) to all other preclinical information
known to the applicant, whether published or v1published,
that is pertinent to an evaluation of the safety or effec-
tiveness of the drug.

+ 1). List of investigators. a. A complete list of all
investigators supplied with the drug iancluding the name
and post office address of each .investigacor and, following
each nae, the volume and page references to che in-
vestigator's report(s) in this application and in any docu-

meats incorporated by reference, or the explanauon of the
"omission of any reports,

b. The unexplained omission of any reports of in-
vestigations made with the aew drug by the applicant, ot
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submitted to him by an investigator, or the unexplained
omission of any pertinent reports of investigations or
clinical experience treceived or otherwise obtained by the
applicant from ‘published literacure or other sowsces,
whether ot not it would bias an evaluation of the safecy
of the drug or its effectiveness in use, may coastitute
grounds for the refusal or withdfawal of the approval of
an application. .

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
'sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
ia the proposed labeling.

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached. These reports should ianclude ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
teatly, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are actributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
peadent, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals employed as controls. Aa application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a cootribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
quency in the United States as to make testing im-
practical, some of the investigations should be performed
by competent investigators within the United States.

R |

d. Actach as a separate section a completed Form
FD-1639, Drug Experience Report (obrainable, with in-
structions, on request from the Department of HEW. Food
and Drug Administration. Bureau of Drugs (8D-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible, for each subject or patieat experiencing one or
more adverse effects, described in Item 12¢c, whether or
not full information is available. Form FD-1639 should
be p:repared by the applicant if the adverse experience
was got reported in such form by the investigator. The
Drug Experience Report should be crosseteferenced to
any narrative description included in Item 12¢c. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and Drug Adminis-
tration.

e. All information pertineat co an evaluation of the

- safety and effectiveness of the drug received or otherwise

obtained by the applicant from any soutce, including
information derived from other investigations or com-
merical marketing (for example, outside che United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published report which oaly supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include aay evaluation of the safety or effec-:
tiveness of the drug that has been made by the applicant’s
medical department, expert committee, or consultants.

/- If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obtained by the applicant
suggesting side effects, concraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequacte bibliography of publications about
the components and may incorporate by reference informa-
tion concerning such componeats previously submitted
by the applicant to the Food and Drug Administragion.

g. The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be showan to the extent necessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication.

13. If this is a_supplemental application, full informa-
tion on each proposed change concerning anv statement
made in the approved application.

Observe the provisionsof §130.9 of thé new-drug regula-
tions concerning supplemental applications.

. . DANBURY PHAR@, S\uc.

{Applicant) -
A
. Per 1ra sacks U (Y U :
(Responsible official or agent)
PRESIDENT B -

. (Indicate authority)
(Warning: A willfully false stacement is a criminal offense. U.S.C. Ticle 18, sec. 1001.)
NOTE: This.application must be signed by the applicant or by an authorized attoraey, agent, or official. If tl:le aPplicant
ot such authorized represencative does noc reside or have a place’of business within the United Staces, the application must

also furnish the nar- and post office address of and must be countersigned by an authorized attorney, agent, or official resid-
ing or maintaining a place of business within the United States.
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Danbury Pharmacal, Juc.

RESUBMISSION
131 West Street + Danbury, Connecticut 08810 ﬂfanzy‘;zc/uluDA OR' G AM EN DM ENT

Telephone: (203) 744-7200 of fine

THarmaceuticals @j/

February 11, 1975

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852 Re: NDA # 84-279

Attn: Marvin Seife, M.D., Director
Division of Gemeric Drug Monographs
Office of Drug Monographs
Bureau of Drugs

Gentlemen:

Referance is made to our abbreviated new drug application for
COL-PROBENECID Tablets (Probenecid, 500 mg., with Colchicine,
0.5 mg.), NDA # 84-279.

Reference is also made to your letter dated January 22, 1975,
DANBURY PHARMACAL, INC, hereby submits the following:

1. DANBURY PHARMACAL, INC. will perfoxm an assay on the
Colchicine raw material. The assay method is adapted
from the British Pharmacopeia, 1973, page 120 - 121,

Please refer to the attached Colchicine specification
sheet which includes the assay procedure for Colchicine
raw material.

2. DANBURY PHARMACAL, INC. will perform the identification
olchicine in the finished dosage form as requested. .

uv" .) -

RECE 3—»#{:—P f;ase reffer to the attached specif{ i eQii¥y e for
\av AT 77 17 DOL-PRO Y _sive. 50 5

P¥ _ U/)k_ ident ichtion test.

ini

vl vei & ——

# 9831,



DANBURY PHARMACAL, INC. Re: NDA # 84-279

February 11, 1975

"Content Uniformity Test for Colchicine in COL-PROBENECID
Tablets.'" See attached revised specification sheet for the
finished dosage form which includes the 'Content Uniformity
Test."

c) DANBURY PHARMACAL, INC, hereby submits the complete
results of the tests made, including Content Uniformity
Taest -on COL-PROBENECID Tablets, Lot # 9831,

Thank you.
Very truly yours, -
DANBURY P , INC,
§ Ira Sacks
President
1Sley

Enc.



